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The Bulk Pharmaceuticals Task Force of the Synthetic Organic Chemical Manufacturers 

Association submits that the Commissioner of Food and Drugs should reduce the health risk to 

American consumers posed by imported drug products by taking the following actions:  

 

1. rank foreign and domestic drug manufacturing firms together according to FDA’s risk-

based approach to inspections;  

 

2. list “foreign facility” as a significant risk factor for purposes of its risk-based approach; 

and 

 

3. implement a testing program to monitor imported drugs for patterns that create the 

appearance of underlying problems with current good manufacturing practices (cGMP), 

so that FDA may refuse entry to such products as being adulterated. 
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In January of last year, the Bulk Pharmaceuticals Task Force of the Synthetic Organic Chemical 

Manufacturers Association submitted a Citizen Petition to FDA urging that it take specific 

actions to better manage the manufacturing-related public health risks posed by the majority of 

pharmaceuticals consumed today.  My testimony today will explain that these risks to the 

American consumer arise because inspections of foreign manufacturing facilities are so 

infrequent that the risk to a manufacturer of being found out of compliance is virtually non-

existent.  Given the magnitude of the problem, we are disappointed that the only communications 

we have received from FDA regarding the petition have been its administrative assignment of a 

docket number, viz., 2006P-0049, and an equally administrative automatic notification 

approximately 180 days later stating that FDA had not yet reached a decision.1 

 

By way of background, the Bulk Pharmaceuticals Task Force (also known as the BPTF) is an 

association for manufacturers of active pharmaceutical ingredients (also known as APIs), 

excipients, and intermediates.  The BPTF is a subgroup within the Synthetic Organic Chemical 

Manufacturers Association – also known as SOCMA.  SOCMA is the leading trade association 

of the specialty batch and custom manufacturing chemical industry, representing 300 member 

companies with more than 2000 manufacturing sites and over 100,000 employees. 

 

                                                 
1 Pursuant to 21 C.F.R. §10.30(e)(2), FDA is required to respond to petitioners within 180 days, indicating either 
that the petition is approved, denied, or providing a tentative response indicating why FDA has been unable to reach 
a decision.  FDA’s response to the BPTF said that the Petition raised “significant issues requiring extensive review 
and analysis by Agency officials.”  See FDA’s July 20, 2006 Response Letter at 
www.fda.gov/ohrms/dockets/dockets/06p0049/06p-0049-let0001-vol1.pdf.   

http://www.fda.gov/ohrms/dockets/dockets/06p0049/06p-0049-let0001-vol1.pdft
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Once the safety and effectiveness of a drug has been established, the only assurance that on-

going production will yield products with the same assurance of safety and effectiveness is if the 

products are manufactured in accordance with current good manufacturing practice (cGMP).2  

Compliance with cGMP is the responsibility of the drug manufacturer.  FDA determines whether 

a manufacturer is in compliance with its cGMP obligations by conducting inspections.  A 

manufacturer’s failure to adhere to cGMP renders a drug adulterated, per se, even if the drug 

product is analytically within specifications.  This is an essential distinction between the quality 

assurance obligation imposed on drug manufacturers and mere quality control.  The goal is to 

ensure that every single dosage is of appropriate quality, not just that specifications are met on 

average.   

  

FDA is required to inspect domestic drug establishments every two years.3   These inspections 

are unannounced.  Indeed, BPTF members have had to abruptly alter plans to attend task force 

meetings because an FDA inspector had arrived at one of their facilities.  A single inspection can 

extend over many weeks and may involve several separate visits of one or more days.  The law 

imposes no comparable obligation on FDA to inspect foreign facilities.  Since FDA must be 

invited to perform its official duties on foreign soil, a foreign facility always receives several 

weeks notice of an impending visit by an FDA investigator and the length of the inspection is 

typically driven by travel schedules rather than the compliance status of the facility.  To FDA’s 

credit, it is undisputed that its cGMP inspections are the most demanding in the world.  

Accordingly, the fact that the statute permits FDA to enter into cooperative arrangements with 

foreign officials to determine whether drug(s) should be refused admission into the United 

States4 is a poor substitute for a visit by the FDA.   

 

The drug manufacturing industry today is structured vastly different than it was thirty, twenty or 

even ten years ago.  No longer are drugs primarily manufactured in-house by the major 

pharmaceutical companies and sold as branded products.  The major pharmaceutical companies 

 
2 See FDCA § 501(a)(2)(B).  
3 See FDCA § 510(h).  
4 See FDCA  § 510(i). 
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have greatly expanded the number of manufacturing steps that are out-sourced (increasingly to 

foreign manufacturers).  The ever expanding number of generic drugs available are even more 

likely to include significant components from (or be entirely produced by) a foreign source.  By 

2004, firms in China, Hong Kong and India accounted for 49% of the drugs consumed in the 

U.S.  By 2005, four out of every ten prescriptions came from foreign facilities.5  The percentage 

of active ingredients produced on foreign soil is substantially higher.   

 

FDA’s records indicate that in 2004 (the latest year for which reliable data is widely available), 

there were 3300 domestic drug manufacturing sites and 2700 foreign facilities.6  China and India 

led in the number of facilities, with 440 and 300 sites, respectively.7  In 2004, FDA conducted 

cGMP inspections on 1825 or 55% of the domestic facilities, but only 184 or just under 7% of 

the foreign facilities.8   

 
5 See GOVERNMENT EXECUTIVE at http://www.govexec.com/dailyfed/1204/121404cdpm1.htm (last visited October 
20, 2005).  The proportion of APIs that are imported is even higher; at least 80 percent of APIs used by U.S. 
manufacturers to produce prescription drugs are imported.  See GAO/HEHS-98-21:  General Accounting Office, 
GAO, Report to the Chairman, Subcommittee on Oversight and Investigations, Committee on Commerce, House of 
Representatives, Food And Drug Administration, Improvements Needed in the Foreign Drug Inspection Program 
(March 1998) [hereinafter 1998 GAO report]. 
6 This number excludes the 4500 domestic sites registered solely for the production of medical gases. 
7 Kristen Evans, CDER 2005 Compliance Update, 29th International cGMP Conference, Univ. of Georgia, March 
2005 
8 Source:  CDER Reports to the Nation (for years 1999 to 2004). 
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As a practical matter, a foreign manufacturer is unlikely to be inspected for cGMP compliance at 

all except in the context of a pre-approval inspection.  As I explain below, these pre-approval 

related cGMP inspections have less value than you might think with respect to assuring on-going 

compliance. 

 

For purposes of understanding the various inspection statistics that have been reported by FDA 

and GAO, it is important to note that not all foreign drug establishments manufacture products 

that trigger a preapproval inspection.  I will return to the significance of this later in the context 

of an FDA notice of proposed rulemaking related to over-the-counter dosage forms of ibuprofen.  

 

Briefly, drugs that are not generally recognized as safe and effective and (even if so recognized) 

have not been used to a material extent and for a material time are defined to be New Drugs.  

New Drugs require prior approval of a New Drug (or Abbreviated New Drug) Application 

(NDA/ANDA) before they may be legally marketed.  As a general rule, FDA inspects each site 

indentified in an NDA/ANDA that performs a critical production or quality control function 

prior to approving the application.  Such pre-approval inspections look at the design and 

development of the manufacturing process and the adequacy of the systems in place to assure 

compliance with cGMP by that facility.  It may or may not include an actual inspection of the 

management’s ability to operate the facility in accordance with cGMP at production capacity.  In 
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trying to best allocate scarce inspection resources, the responsible FDA field office may decide 

that the processes for manufacturing the product undergoing approval are so similar to an already 

inspected process at the facility that nothing of value would be gained by conducting an 

inspection; if a recent cGMP inspection of the site found no significant deficiencies for similar 

types of production operations, a new inspection for compliance with cGMP also may 

appropriately be skipped.  The statistical discrepancy this creates between the number of New 

Drug Applications approved, the number of pre-approval inspections, and the number of cGMP 

inspections conducted by FDA is not a concern.  More likely, however, is that the equipment and 

procedures in place to be inspected during a pre-approval inspection are only appropriate for or 

being operated at pilot scale.   

 

There is a big difference between having procedures that may allow operations to comply with 

cGMP and actually implementing the procedures to achieve cGMP and maintaining operations at 

a high state of on-going compliance.  Also, post-approval scale up changes may or may not 

require prior approval; even if prior approval of a supplemental NDA/ANDA is required, it does 

not follow that a new pre-approval inspection would be conducted; the cGMP status of a scaled 

up operation is typically only reviewed as part of a routine cGMP inspection.  If a routine cGMP 

inspection is unlikely to occur in a timely fashion, it is very tempting for management to skimp 

on validating procedures and otherwise paying close attention to cGMP requirements.  If the first 

routine cGMP inspection does not occur for another 12 years, the degree of control exercised 

during the scale up process and early production will be ancient history.   

 

Statistics presented at a cGMP Conference in 2005 indicate that cGMP inspections of foreign 

firms result in significantly more violations than seen in domestic firms.9  When comparing pre-

approval inspections, the same discrepancy is seen:  deviations from cGMP were more serious in 

foreign facilities than in U.S. facilities.10  These numbers cry out for FDA to conduct more 

frequent inspections of foreign facilities and underscore the significance of the factors indentified 

 
9 See id.; see also Philip S. Campbell, 2004 Inspection Records & Compliance Issues, 29th International cGMP 
Conference, Univ. of Georgia, March 2005. 
10 See 1998 GAO report, supra note 5.   
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in the BPTF petition which uniquely invite managers of foreign facilities to spend less time, 

attention and money on ensuring that manufacturing operations comply with cGMP.  A drastic 

and dramatic overhaul of FDA’s approach to the risks posed by foreign manufactured drugs is 

long overdue.  The manufacturing side of the pharmaceutical industry has changed substantially 

in recent years and yet FDA’s allocation of inspection resources remains unchanged from an 

earlier era.   

 

In order for FDA to give cGMP inspections of foreign facilities the priority it deserves, the BPTF 

proposes that FDA do three things.  Our first proposal is that FDA should abandon its policy of 

separately prioritizing facilities for inspection based on whether they are domestic or foreign 

facilities.11, 12  Instead, FDA should rank domestic and foreign facilities together, based on the 

risk that products from each facility pose to the American consumer.  If there are 100 foreign 

facilities with higher risk profiles than the highest risk-ranked domestic firm, the American 

consumer is ill-served unless those 100 foreign facilities are inspected before the domestic firm.  

This obviously would require either an easing of the demand that domestic facilities be inspected 

every two years, which would allow a reallocation of scarce resources, or it would necessitate 

additional funding. 

Some may argue that unified rankings will be problematic because fair implementation would 

require equal access to foreign and domestic facilities, something that is not within even 

Congress’ authority to grant.  The U.S. market for pharmaceuticals is large and lucrative.  As 

recently evidenced by the import restrictions FDA implemented with respect to melamine 

contaminated proteins, FDA already has broad authority to refuse the importation of any product 

that appears to FDA to be adulterated.  It is arguably within FDA’s discretion to determine that a 

refusal to allow an inspection of a foreign facility creates the appearance of non-compliance, and 

that therefore it is permissible to refuse imports from the facility until an inspection is allowed.  

While such a policy would likely have trade implications and could subject U.S. manufacturers 
 

11 See presentation by Alicia Mozzachio, FDA inspector, APIs and the Foreign Inspection Program, at SOCMA’s 
cGMP Compliance Conference for Pharmaceutical Ingredient Suppliers, Oct., 6, 2005; see also Pat Phibbs, U.S., 
Foreign Firms Ranked Separately in Tool FDA Uses to Target Inspections, Daily Report for Executives, Oct. 11, 
2005. 
12 See FDA’s Risk-Based Method for Prioritizing CGMP Inspections of Pharmaceutical Manufacturing Sites – A 
Pilot Risk Ranking Model (September, 2004), available at http://www.fda.gov/cder/gmp/gmp2004/risk_based.pdf.   
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to retaliatory prohibitions on their efforts to export to other countries, the health justification for 

the policy and the ease with which such refusals could be avoided make it seem reasonable that 

diplomatic solutions to these concerns could be reached.   

 

Our second proposal is that FDA should specifically list “foreign facility” as a significant risk 

factor in its risk-based inspection program.  As noted in the BPTF petition and as borne out by 

the statistics noted above, foreign facilities, in general, pose a greater risk to public safety.  When 

a facility is inspected infrequently, there is a natural tendency for management to become 

complacent.  In the absence of a credible threat of reasonably frequent inspections, the “c” in 

cGMP gets lost.  Maintaining cGMP compliance requires constant effort and vigilance.  Minor 

deviations may not cause any apparent lack of quality, but it is a well-traveled road from minor 

deviations to serious quality failures.  Since each step away from cGMP compliance can be a 

short term cost savings, profits can displace cGMPs in the absence of creditable regulatory 

oversight.   

If the frequency of foreign inspections were increased proportionate with risk, an additional (but 

smaller risk factor) should still be assigned to foreign facilities.  As a practical matter, any 

inspection that provides prior notice, is constrained by travel arrangements and therefore must be 

concluded within a defined window of time, and suffers from the communications problems 

inherent when dealing with facilities that operate in a foreign language through a translator 

provided by the facility, is bound to be less effective than an unannounced inspection of 

indeterminate duration conducted in the investigator’s native language.   

The final request in the citizen petition is that FDA actively monitor the impurity profiles of 

active pharmaceutical ingredients (APIs) produced in facilities which FDA has not inspected.  

This monitoring would be a poor substitute for on-site inspections, but given budget and staffing 

considerations, it would be a great improvement compared to doing nothing to assure the safety 

of these important drug components.  As noted above, cGMP is all about assuring quality; it is 

much more demanding than simply determining that the final product meets specification when 

sampled at some defined frequency and sample size.  Just as a stopped clock is correct twice a 

day, a process that is not in compliance with cGMP will produce product that meets 

specifications occasionally.  It is reasonable to assume that non-cGMP-compliant foreign 
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manufacturers will cherry-pick production lots and ship to the U.S. only those lots that meet 

specifications.  Impurity profiles are highly sensitive to minor process variations.  An active 

ingredient manufactured in accordance with cGMP will have a consistent impurity profile, while 

cherry-picked production from a non-complaint process will vary widely.  It is virtually 

impossible to deconstruct an impurity profile to reconstruct the process conditions that created it, 

but one does not need that degree of knowledge to know that two different batches of product 

coming from the same facility with significantly different impurity profiles did not come from a 

process that is in control.  If FDA gathered samples and discovered that products from a 

particular facility had variable impurity profiles, it would be justified in concluding that the 

facility was not being operated in accordance with cGMP.  Therefore, the product would 

“appear” to be adulterated and future imports could be summarily refused admission until an 

inspection visit could be arranged and the presumption of non-compliance rebutted. 

 

This monitoring of imports for a consistent impurity profile is an interim solution at best.  It 

would raise production costs and reduce that amount of material available for export from a 

foreign manufacturer since even fewer batches could be cherry-picked if a consistent impurity 

profile is an additional requirement.  Also, such monitoring is only useful for bulk active 

ingredients.  Once an active ingredient is formulated with other ingredients, the impurity profile 

will reveal little about the control involved in the manufacturing process because of the presence 

of additional ingredients; their associated impurities will overwhelm the relatively subtle 

variations that can serve as a window on the degree of control inherent in the manufacturing 

process. 

 

As noted above, not all drugs are subject to the new drug approval process and its associated 

prior approval inspection.  Many of these “non new” drugs as available over-the-counter and are 

lawfully marketed as long as their composition and labeling are consistent with a final or 

tentative final monograph or an applicable enforcement policy pending adoption of a final 

monograph.13  Because there are no regulatory pre-approval barriers to entry for these products, 

formulators are free to obtain raw materials from any manufacturer and may change suppliers 
 

13 21 C.F.R. Part 330. 
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freely and frequently to obtain the lower costs.   Quality assurance is a good investment only if 

there is a higher price to pay for poor quality.  In the absence of effective oversight, quality 

assurance investments become unnecessary and unrecoverable costs.  As long as the only 

production of imported mongraphed products (or ingredients) that are offered for import to the 

U.S meet the applicable specification requirements of the U.S. Pharmacopeia, there is virtually 

no incentive for such manufacturers even to implement cGMP, let alone invest the time and 

attention required to stay up to date with cGMP.14   

 

Indeed, if an OTC product or its components are manufactured in a foreign facility, the risks to 

public health are further amplified.  The use of unproven or hazardous excipients in the 

formulations is possible because there currently is no systematic mechanism for detection or 

prevention of their use in such products. Additionally, just because adverse events are not 

associated with a particular drug product does not mean such product does not pose additional 

risks.  Adverse events are difficult to correlate to an actual source or problem, especially 

considering that many OTC manufacturers may use numerous different suppliers over time for 

the same product with the same API and adverse effects of poor quality OTCs could take 

considerable time to appear. 

 

We sympathize with FDA’s limitations in resources, but believe that if the agency is to fulfill its 

mandate to protect US consumers, it is imperative that the foreign manufacturing facilities 

responsible for exporting 80% of the bulk APIs into U.S. be inspected, at a minimum, to the 

same extent as domestic facilities.  As Bernard Schwetz, D.V.M., Ph.D., Acting Principal Deputy 

Commissioner of FDA in 2001 stated, “FDA must improve foreign inspection and physical 

inspection coverage and oversight of foreign producers to be able to maintain the safety of 

products on that [sic] market that we believe Americans expect and demand.”15 

 
14 Although it is common for drug product manufacturers in the U.S. to qualify their suppliers, there is no explicit 
regulatory requirement for such inspections.  Cf., 21 C.F.R. Part 211.  
15 Bernard Schwetz, D.V.M., Ph.D, Acting Principal Deputy Commissioner, FDA, Testimony before the U.S. House 
of Representatives Committee on Appropriations, Subcommittee on Agriculture, Rural Development, and Related 
Agencies, March 8, 2001.   
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Although there are many economic factors that have resulted in nearly half of all drugs marketed 

in the U.S. being produced in foreign facilities, the fact that such production attracts less 

aggressive FDA oversight surely contributes to the trend.  A significant and prompt reordering of 

priorities by FDA with respect to the inspection of foreign facilities is essential to protect 

Americans from facing more crises due to unsafe drugs.  Absent a new approach to inspecting 

imported products, the risks to public health will only increase.     

 

In closing, I would like to note that the number of drugs entering the country without any 

oversight of their manufacturing process is likely to increase further and even more creative 

enforcement techniques than outlined in the Citizen Petition may be necessary.  A factor that is 

expected to drive this increase is the fact that a number of prescription drugs have been 

converted to OTC status.  One of the earliest such switches was the OTC dosage for ibuprofen.  

In August 2002, FDA proposed to substantially deregulate the manufacture of the 200 mg tablet 

form of ibuprofen by adding it to the monograph for internal analgesics.  If this rule making were 

to be finalized as proposed, bulk ibuprofen would freely enter this country without FDA having 

any clue as to the manufacturing process employed or the degree of manufacturing control that 

existed.  The impurity profiling technique described above is unlikely to be effective since it will 

be just as easy (and more profitable for the foreign manufacturer) to import fully formulated 

dosage form product.  In short, FDA is proposing to allow ibuprofen of unknown quality to be 

sold in the U.S. without any prior approval on the basis that such products are generally 

recognized as safe and effective and have been used to a material extent and for a material time.  

 

This ibuprofen proposal is significant for two reasons.  First, it is a landmark event; there are 

many drugs that have made the Rx to OTC switch since ibuprofen and, in time, will also have 

been on the market for a material time and extent.  They will all be candidates for conversion to 

“not new” drug status.  Second, the same blind spot that allows FDA to ignore the risks of 

improperly manufactured imported drugs underlies the FDA proposal.  The products that have 

created a favorable record of safety and effectiveness over a material time and extent have all 

been manufactured under the strict controls of the NDA/ANDA process.  Further, the ibuprofen 

API used in these products for this material time and extent has been produced to an 
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overwhelming extent in a limited number of domestic establishments and FDA has a history of 

demanding more detailed information from these manufacturers than simple compliance with the 

specifications in the United States Pharmacopaeia (USP).  How this history supports the notion 

that uncontrolled manufacture of product that may only nominally meet USP specifications 

constitutes uses for a material time and extent of a generally recognized as safe product is a 

mystery.  Although the context is different, it is the same mystery that concerns the 

Subcommittee today and suggests that the issue runs deeper than simply a lack of funding to 

perform more frequent inspections of foreign facilities.  

 

On behalf of SOCMA and its Bulk Pharmaceuticals Task Force, I thank you for your time and 

attention to this serious matter.     
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The Synthetic Organic Chemical ‘Manufacturers Association’s (SQCMA’s) Bulk 
Pharmaceuticals Task Force (BPTF) submits this petition to request that the Food and Drug 
Administration (FDA) take specific actions designed to allow it to better manage the risks to 
public health associated with the use of dnzgs manufactured or processed at foreign facilities. 

The BPTF is an association for mzanufacturers of active pharmaceutical ingredients (APIs), 
excipients, and intermediates. The BPTF’s primary objective is to seek clarification of current 
regulatory requirements and to interact with governmental agencies on emerging issues that may 
impact SOCMA members. SOCGA is the leading trade :association of the specialty batch and 
custom manufacturing chemical industry, representing 390 member companies with more than 
2000 manufacturing sites and over 100,000 employees. 

I. ACTION REQUESTED 

The BPTF respectfully submits this petition to request the Commissioner of Food and Drugs to 
allocate its resources to reduce the public health risk thatimported drug products pose by: 

1, ranking foreign and domestic drug manufacturing fmns together according to FDA’s 
risk-based approach, to inspections; 

2. listing “foreign facility” as a significant risk factor for purposes of its risk-based 
approach; and 

3. implementing a program o$ monitoring the impur$y profiles of imported over-the-counter 
(OTC) drugs for patterns that create the appearance of underlying problems with current 
good manufacturing practi?es (cGMP), so that FDA may refuse entry under 21 U.S.C. 9 
3 8 1 (a) to products that appear adulterated. 



II. STATEMENT OF GI&JNDS 

A. Background 

Domestic and foreign establishments importing drugs must register their establishment and list 
all drugs in commercial distribution.’ A review of establishment registrations and drug lists 
reveal several important trends in drug manufWuring. In 2004,270O foreign drug 
manufacturing establishments wi=re registered with the FDA versus 3300 domestic sites 
(excluding the 4500 domestic sites registered solely for’the production ofmedical gases).2 China 
and India led in the number of FDA registered facilitieswith 440 and 300 sites, respectively.3 
Approximately 5 1% of the registered foreign sites are API marmfacturing facilities; the 
remaining are other establishment types, such as finished ,dosage plants and control laboratories.4 

The number of finished drug products manufactured abroad for the U.S. market is increasing, 
accounting for four of ten prescr&tions drugs now sold in this c~unt$y.~ A review of the FDA 
Type II DMF database also refle@ts the trend toward increasing foreign drug manufacturing: 87 
percent of the 5 10 DMFs filed with the FDA in fiscal year 2004 were for productslAPIs 
manufactured outside of United $tates.’ Even if not all of these DMFs have yet been cross- 
referenced into approved applica$ons, the numbers suggest that a greater proportion of drugs are 
likely to come from foreign countries in the future. 

FDA is responsible for ensuring that all domestic and imported drug products are safe, effective, 
and in compliance with current good manufacturing praCtices, (cGMPs). 7 It is cGMP that 
provides the assurance that each pill we. consume has the same identity and strength and the same 
quality and purity characteristics aS the product approved by FDA, FDA is required to inspect 
registered domestic establishments in any state every two years.* NDA/ANDA pre-approval 
inspections are conducted for speicjfic new products, butdomestic facilities also receive periodic, 
unannounced inspections for cGMP compliance. Based .on CDER inspection statistics of 1999- 
2003 (Table I below), and the estimated number of domestic manufacturing sites registered, it 

’ See Federal Food, Drug and Cosmetic Act (FDCA) $510,21 C,F.R. 5 207.20,21 C.F.R. Ej 207,20. 

’ Kristen Evans, CDER 2005 Compliance Update, 29& International cGMP ,Conferenqe, Univ, of Georgia, March 
2005. 

3 Kristen Evans, CDER 200.5 Gompliance~ Update, 29 International cGMP Conference, Univ. of Georgia, March 
2005 

4 See id. 

’ See GOVEFWMENT EXECIJTIW at h~://~.~ovexe~.co~dail~e~~204/1~1404Gdpml~h~ (East visited October 
20,2005). The proportion of APIs that are imported is even higher;.at least 86 percent of APIs used by U.S. 
manufacturers to produce prescription drugs are imported. See GAWHEI-IS-98-2 1: General Accounting Office, 
GAO, Report to the Chairman, Subcommittee on Oversight and Investigations, Committee on Commerce, House of 
Representatives, Food And Dmg~Admi&tration, Improvements Needed in the Foreign Drug Inspection Program 
(March 1998) [hereinafter 1998 GAO report]. 

6 www.fda.gov/cderkhnf/index.htm 

7 See FDCA 0 501(a)(2)(B). 

‘See FDCA $510 (h). 



appears that FDA is reasonably close in meeting the biennial inspections mandated of the 
domestic facilities. ;, 

Table f 
CDER Manufacturing Plant Inspections 

t ~- 2002 !%166 1519 210 
2003 : 1453 I 1512 184 
2004 1’ : i,375 1825 I is4 -1 

Source: CDE;P Repohs to the Nation (foi: years k99!% XYI4) 

FDA is not required to inspect fy:eign facilities every two years for the simple reason that FDA 
has no authority to enter a facility &n a sovereign country unless invited. As partial compensation 
for FDA’s lack of tiuthority to inspect foreign facilities, the st&t@ invites FDA to enter into 
cooperative arrangements with fo&ign officials to deter@ine whether drug(s) should be refused 
admission into the United States.? Nonetheless, FDA is falling-scow of meeting its 
responsibility to safeguard ,the p$$ic from adulterated or rnisbr~~ed~d~gs manufactured or 
processed at foreign facilities. Even though as much ,$s 80 percent of AI% used by U.S. 
manufacturers to produce prescription drugs are imported,” the’Agency inspects foreign API 
suppliers and foreign supplierslo$drug products for OTG appiicali~n~ infrequently, if at all. 
Indeed, inspections of fore@ ph&naceutical manufacturers oc~.- with i%r less frequency than 
the two-year interval Condess diems necessary for domestic manufa&rers. 

In fact, at the current rate of inspddtion, a foreign manuf@urer is unlikely to be inspected for 
cGMP compliance at all, unless the: firm ik listed in an ANDA.&?DA. In October 2000, Jane M 
Henney, M.D. testified befbre th$ Subco-ittee on OveTsight and ~vest~gation that based on 
the Establishment Evaluation System dat&ase, 242 foreign API manufacturers, in 36 countries, 
appeared to have exported produqts into~ the U.S. in 1999, tithe@ having been inspected by 
FDA.” Forty-six of these firms were located in China qd Hong Kong am! eleven in India; 
according to 2004 data, firms in &&se cou@ries now account for 4%/o of the drugs consumed in 
the U.S. It is worthy to note that the final tile re&iring registratiop of foreign estab&hrnents 
did not take effect until February i,$, 2002; therefqre, the actual number of foreign facilities not 
inspected by the FDA may have lje$n substantially high& than 242. 

According to FDA’s Center for Dhg Evaluation and ReRa& (Cl%ER) Office of Compliance, 
90 percent of the international drt,@ insp&t~ons of facilities were limited to “pre-approval” 

‘See FDCA Q 510 (i). 

lo See 1998 GAO report, supru tiote 5. 

” Jane M. Heuuey, M.D., Testimony to Chairman Fred Upton, Subcommittee on Oversight and Investigations, 
House of Representatives, October 3,20QQ 

3 



inspections, with the remainder being cGMP complian@ or post-approval surveillance. l2 Thus, 
a majority of the foreign +ug rn~ufa~~~g sites were not .~a~ect.~,~o~e~G~ compliance at 
all, and those that were inspected had little or no follow:-up on the corrective action implemented 
in response to previous inspections. 

In China and India, for example, more than five years may elapse between FDA inspections of a 
drug manufacturer. Moreover, FDA is stiI1 experiencing delays in taking enforcement action 
against foreign pharmaceutical manufacturers. In one case, FDA allowed a manufacturer in 
India to continue exporting its’praducts to the United S$ates despite anilrvestigator’s finding that 
the manufacturer could not adequ$ely test for impurities in its product and water system; nearly 
two years passed before FDA determined that enforcement action had never been taken against 
this manufacturer. l3 

Statistics also show the number @Form483s issued to foreign firms after an inspection is 
significantly higher in percentage’than are issued to domestic firna~‘~ and serious deviations from 
GMPs were identified more ofte&n foreign than U.S. pre-approval inspections.‘5 If there had 
been enough cGMP inspections &for& firms to generate comparable statistics, it is 
reasonable to assume that the higher via&ion rate for fdreign faGilities would be repeated. 

Foreign facilities, in general, pose, a greatef risk to public safety because when a facility is 
inspected infrequently, as is the c&e for foreign manufacturers, there is a natural tendency for 
management to become compla&nt that w&t was adequate at the last inspection is still 
adequate. In the absence of a craibfe threat of reasonably frequent inspections, the “c” in cGMP 
gets lost. Maintaining cGMP compliance requires constant effort and vigilance, Minor 
deviations may not cause any apparent lack of quality, but it is a well-paved road from minor 
deviations to serious quality failqcs. Each step away film cGM.P compliance appears to be a 
short term cost savings. Without&reditable regulatory o$ersigh$ profits can displace the 
assurance of cGMP. Furthermore; ‘the consequences for a foreign’ firm that. fails an FDA 
inspection is loss of the US market however, if a foreign firm complies with local laws, it may 
continue to operate and produce. for its own domestic, and many other> markets. This, of course, 
is not the situation for U.S.‘drug manufacturers, which risk a much greater penalty for failing 
FDA inspections. 

B. Risk-Based,Insp&tioa R.a&hg 

FDA has stated that as part of its cGMPs for the 21Sf Cer$ry Initiative, it will pilot a risk-based 
inspection model. for prioritizing drug manufacturing establishments for routine inspectionI We 

I2 Charles M. Edwards, FDA Intqxatiotial Inspections, 27ti International”cG&lP Conference, Univ. of Georgia, 
March 2503. 

l3 See 1998 GAO report, supra note 5. 

I4 See id.; see dso Philip S. Campbell, 20M Zns~~Wz Records & Coqvliance &SW&, 2gth International cGMP 
Conference, Univ. of Georgia, March 2Q5?5 

M See 1998 GAO report, suprcs note 5. 

I6 See FDA’s Risk-Based Method for P&Wing Cc;n/rP inspections of Pharmaceutical Manufacturing Sites - A 
Pilot Risk Ranking Model (September, 2b@4)> available at http:/fwww.fda.gov/cder/gmp/gmp2054/risk_based.pdf. 
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understand that as part of this imnative, the Agency has started using, a computer prqrm to 
select manufacturers for inspectjon, whi& ranks-domestic ~~~~~s, using risk f&t&-s such as 
specific product, processes used, recalls, violation history, and contamination potential. ” We 
also understand that the agency will use this program for foreign manufacturers in 2006, but will 
rank domestic and foreign facilities separately.‘8 In this regard, we urge FDA to risk-rank 
domestic and foreign facilnies together. Additionally, we request that; based on the 
considerations noted abova the Agency specifically Sist~“foreign facility” ss a significant risk 
factor for purposes of its risk-based approach to inspections. Such a&ion will assure that 
resources are actually allocated donsistent with the r&k,’ and thereby reduce the likelihood that 
quality problems associated with drugs would lead to injury, and even death, as happened in 
1998- 1999, when seventeen patients who were treated with gentamicin sulfate died - the 
common denominator linked to’the deaths was the API of the drug originated from a Chinese 
supplier with varying levels of endotoxin and notable chemical impnritiesi’ 

One diffcuhy that may be perceived with r&ranking fore&n and domestic firms together, 
however, is FDA’s lack of authority to demand access to foreign fa&ities, In theory, this lack of 
authority could undermine the unified rankings because”FDA would have to skip over facilities 
to which it could not gain access; In our opinion, this problem 4s more theoretical than real, at 
least in the case of facilities that +re named in approved New Drug Ap@ications. Foreign 
facilities that supply NDA holders typically establish Drug Master Files (D&I?%) that describe 
the portions of the chemistry, m~ufacturing, and con&c$ operations associated with new drug 
production performed at the site.. Bebause information provided in a D&IF is mcorporated by 
reference into the customer’s New Drug Application, if a supplier were to deny access to FDA, 
for example to check-records, the customer’s NDA would be in jeopardy. As a result, the 
relationship between supplier and &DA holder (customer) gives FDA leverage over the 
suppliers-leverage that can be u&d to gain access‘to foreign suppliers. 

C. Impurity Monitoring as II Surrogate for cGlJ@ Xnspect&ms 

A different approach, however, is required for foreign e~tab~is~~ts that, supply products other 
than those subject to a NDA. Most over- e-counter (OTC) &gs are notsthe subject of NDAs 
and ANDAs; rather, they are marketed pur&nt to regulations referred to as “monographs” or an 
enforcement policy pending adoption of d &al monogra!ph.20 Because there are no regulatory 
pre-approval barriers to entry for these products, formultitors are free.to source raw materials 
from any manufacturer and’ may r?h$nge suppliers freely ‘and frequently to obtain the lowest cost 
of goods. Quality assurance is $ good investment only if there is a higher price to pay for poor 

” See presentation by Alicia Mozzachioj FDA inspector, AI% and the Foreign. fnspection Program, at SOCMA’s 
cGMP Compliance Conference for Pharkjaceutical Ingredient Snpp$ers, Oct., 6; 2005; see also Pat Phibbs, U.S., 
Foreign Firms Ranked Separately in To$FLlA Uses to Target Inspections, Daily Report for Executives, Oct. 11, 
2005. 

‘* See id. 

I9 A review of all the evidence indicated lit was unlikely that endotoxin alone was responsible, but that it might have 
acted synergistically with a non-endotoxb pyrogen. See James F. Cooper, LAL TIMES, Pymgenic Reactbts to IV 
Gentamicin, December 1999; see also S&&e Stemberg, USA TODAY, FDA Pmbe Into A&biotic Deaths Called 
Inadequate, May 1 1 , 2000, 

” 21 C.F.R. Part 330. 
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quality. In the absence of effective oversight, quality assurance investments become unnecessary 
and unrecoverable costs. As long as the only productiop of imbued ~~~~a~h~d products (or 
ingredients) that are offered for m~port to ‘the U.S meettie ~applicable specification requirements 
of the U.S. Pharmacopeia, there is virtu&ly no incentive for such rn~uf~ct~~rs to even 
implement GMP, let alone invest the time and attention required to stay up to date with cGMP.” 

Indeed, if an OTC product or its’components are manut$etured-in a foreign facility, the risk 
factors discussed above with resppct to foreign suppliers to NDA./AND~A holders are further 
amplified, At this time, use ofu@zovenor hazardous excipients in the f4rmulations is possible 
because there currently is no systematic mechanism for ;detection‘or Prevetition of their use in 
such products. Additionally, justbecause adverse events are not associated With an OTC, does 
not mean there are no additional irisks associated with foreign sites. Adverse events are difficult 
to correlate to an actual source or broble@ especially considering that many OTC manufacturers 
may use numerous different supphers over time for the Sante product with the same API and 
adverse effects of poor quality QlCs co&l take considerable time to appear. 

Since cGMP non-compliance can be inferred by observing i~co~sist~t,i~pu~ty profiles in 
different batches of prod&s, we;#k that FDA implement a progmm to monitor the impurity 
profiles of imported OTC drugs for patterns that create the appearance of underlying cGMP 
violations. We recommend that FDA coordinate the priorities for this program based on the risk 
ranking of the facility that produ$es the product. : 

D. Conclusion 

While the FY 2006 budgetwas s&ned into law on November 10,2005,2”.we understand that the 
2006 budget with regard to! the foreign inspection programs is still unclear but, based on the 
proposed 2006 budget,z3 likely mcludes cuts to nearly all FDA’s in~~~ti~n programs, potentially 
reducing the foreign drug establishment inspection ,program by 5.8%. We sympathize with 
FDA’s limitations in resources, but believe,that if the agency is to fulfi’rll its mandate to protect 
US consumers, it is imperative thh the foreign rn~ufac~~g f~~ilities,r~sp~nsible for exporting 
80% of the bulk APIs into U.S. b$ inspected, at a minimum, to the same extent as domestic 
facilities. As Bernard Schwetz, D.~v.M,, Ph.D., Acting Principal ~Deputy Commissioner of FDA 
in 2001 stated, ‘FDA must :improye foreign inspection and physical inspection coverage and 
oversight of foreign producers to be able to maintain the Isafety of products on that [sic] market 
that we believe Americans expect &d demand.‘it4 

2’ Although it is common for drug product .mm&cturers in the U.S; to qualify theimupphers, there is no explicit 
regulatory requirement for such inspections. CJr, 2 1 C.F.R. Part 21 k. 

22 See: PL 109-97 http:l/frwebgate.access.gpo.gov/cgi- 
binlgetdoc.cgi?dbn=lO9~cong_publ~~~laws&d~~id~~publO97.li09.pdf 

23 Julie Appleby, USA TODAY, Budget C@Y FDA &f&y Checks, Feb. 14,2005. 

24 Bernard Schwetz, D.V.M., Ph.?, Act~$P~ci~a~ Deputy Commissioners FDA, Testimony before the U.S. House 
of Representatives Committee on Appropriations,Subcommittee on AgricuXture, Rural Development, and Related 
Agencies, March 8,200l. 
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We urge FDA to properly allocate its limited resources’ to reduce the overall risk to consumers. 
FDA could increase the compliance stakes for foreign ~stab~is~~n~s by: more aggressively 
exercising its prerogative under 22 USC. $.381(a) to refuse entry to‘products that appear 
adulterated. Warning Letters andresource consuming formal enforcement efforts are not 
prerequisites to keeping suspect :foreign drug products out of domestic commerce. Exercising 
this prerogative does not impose a significant burden on the budget and will raise the compliance 
stakes for foreign manufactures.: 

Although nearly half of all drugs marketed in the US. are produced or manufactured in foreign 
facilities, and this number:is rapitdJtly increasing, the vast majority of FDA inspections occur 
domestically. Neglecting ‘to ade&atefy inspect forei~~g~establ~s~ents not only places 
domestic pharmaceutical manufacturers at an economic disadvantage, it also clearly places U.S. 
consumers and patients at risk. Contaminated gentamicin from a foreign tig supplier was the 
apparent cause of seventeen deaths in 1998-1999. ~~ably,‘i~suf~c~ent~y aggressive foreign 
drug establishment inspections led~ to the flu vaccine shertage last fall. In order to help protect 
Americans from facing more crises due to unsafe drugs; the BPTF urges FRA: 1) to utilize its 
authority to refuse entry under 21 U.S.C. 0 381(a) to products that appear adulterated; 2) to rank 
foreign and domestic drug~manufacturing firms together according to FDA’s risk-based approach 
to inspections; 3) to list “foreign facility” as a significtit risk factor for purposes of its risk-based 
approach; and 4) to implement a program of monitoringi the impurity prorIles of imported over- 
the-counter (OTC) drugs for p?ttems that create the appearance of ~derlyin~ problems with 
current good manufacturing pract&es (CC&V). 

III. ENVIRONMENTAL @@ACT STATEMENT 

The action requested does not involve the introduction of any substance irrto the environment and 
is subject to categorical exclusionof C.F.R. 5 25.30(a) because it involves inspections. To 
the petitioner’s knowledge, no extraordinary circumstances exist. 

IV. ECONOMIC IMPACT $STATEMEN-T 

An economic impact statement isnot required at this time. 

The undersigned certify that, to the best of her knowledge and.beliefs, this petition includes all 
information and views on which the petition relies, and that it includes representative data and 
information known to the petitioners which are unfavorable to the petition. 

Respectfullqr submitted, 

Barbara Zinck, Chair u 
Bulk Pharmaceuticds Task Force 
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